Mycobacterium tuberculosis strains with the Beijing genotype have been shown to be globally widespread and are particularly prevalent in East Asia, where over 80% of strains from the Beijing, China, region are of this genotype (5) . It has been hypothesized that Beijing strains have evolved unique properties, including the ability to evade the protective effect of Mycobacterium bovis BCG vaccination (19) and the ability to spread more efficiently than non-Beijing strains (2) . However, the clinical presentations of patients with tuberculosis caused by a Beijing strain were found to vary between different geographical settings (3) (4) (5) 16) . Currently, it is not known whether the observed variability in clinical presentation is a function of the Beijing strain population found in particular geographical settings, is a function of the genetic composition of the human population, or is a function of a combination of these two variables.
This study aimed to test the hypothesis that host-pathogen compatibility determined the Beijing strain population structure in different host populations in different geographical settings. Cultures of M. tuberculosis isolates from patients of mixed ancestry (14) who were resident in Cape Town, South Africa (20) , were classified as being of the Beijing genotype by spoligotyping (10) . The Beijing strains were assigned to phylogenetic sublineages as described previously (8) and were genotyped by mycobacterial interspersed repetitive unit (MIRU) typing (17) .
During the study period (January 1993 to December 2004), 25 MIRU types were identified among 321 tuberculosis cases infected with a Beijing strain (Table 1) . A comparison of the MIRU type data for the Beijing strains from Cape Town and previously published MIRU type data for the Beijing strains from East Asia (1, 9, 12, 13, 15, 18) showed that nine of the Beijing MIRU types (types MT01, MT08, MT11, MT18, MT19, MT21, MT28, MT33, and MT54) were shared between these geographical settings ( Table 1 ). This suggests that the nine shared Beijing MIRU types represent founder strains that were introduced into Cape Town from East Asia, as the latter is thought to be the evolutionary origin of strains with a Beijing genotype (5, 7, 12) . The definition of founder MIRU types was supported by their disproportionately high number (n ϭ 267) compared to the number with nonfounder MIRU types (n ϭ 54) in tuberculosis patients from Cape Town (z test for the hypothesis that the proportion of types were founder MIRU types ϭ 0.5; P Ͻ 0.001).
Superimposition of the Beijing MIRU type data onto the previously described phylogenetic tree of the Beijing strain family (8) provided a framework that could be used to predict the evolutionary order in which the 25 Beijing MIRU types had evolved ( Fig. 1) . From this prediction, the Beijing MIRU types could be partitioned into seven Beijing sublineages. The number of founder Beijing MIRU types was variable among the different Beijing sublineages (Fig. 1) . Twenty-four of the Beijing MIRU types were unique to their respective sublineages, while the remaining Beijing MIRU type (MT11) was shared by three different sublineages (sublineages 2, 3, and 6) ( Fig. 1 and Table 1 ), suggesting that MT11 was an ancestral Beijing MIRU type (12) .
To determine the propensity of Beijing strains from the different sublineages to spread in the human population in Cape Town, the number of cases in circulation within each sublineage was compared to the number of founder strains for that sublineage ( Table 1 ). The number of representatives of these founder strains was shown to be overrepresented in sublineage 7 (n ϭ 233 cases from one founder strain) compared with the numbers in sublineages 1 to 6 (n ϭ 88 cases from eight founder strains) (z test for the hypothesis that the proportion of sublineage 7 cases ϭ 0.11; P Ͻ 0.001). to founder strains of sublineages 1 to 6, given that immigrants to South Africa came from many different geographical regions in East Asia and that sublineage 7 founder strains are less frequently observed in East Asia. Accordingly, we propose that the situation in Cape Town represents an approximation to a common starting point for all the founder strains introduced, with those best adapted to the local population spreading most efficiently. This could be due to the innate characteristics of the strains within defined Beijing sublineages or the local host population. Susceptibility to M. tuberculosis per se has frequently been associated with the HLA genotype (11), and HLA allele frequencies are known to differ widely between human populations with different histories, with certain alleles totally absent in some populations. Our conclusion differs from that of Gagneux et al. (6) , as we demonstrate that strains from a defined sublineage (a subset of strains from an evolutionary lineage) may have been selected by a human population in a defined geographical setting. In summary, the global success of the Beijing lineage may reflect either the selection of defined sublineages in different geographical settings by distinct human populations or the adaptation of strains in a defined sublineage to spread more readily in a distinct human population. We acknowledge that these contrasting conclusions cannot be easily distinguished with the available data. However, the emergence of a sublineage of Beijing strains with increased pathogenicity may have important implications for the Tuberculosis Control Program. Early diagnosis and contact tracing will be essential to curb the spread of these strains. Furthermore, it will be important to ensure that future vaccines protect against these strains.
